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REMARKS 

The Applicants address the matters the Examiner raises in the order she 
presents them. 

The election of species 

The Examiner states that "Applicant's argument that there is no patentable 
difference between the species is not persuasive." Office Action, at 2. The Applicants 
responded on February 26, 2007 to the Examiner's requirement for restriction of 
December 28, 2006. The Applicants did not argue in their response that "there is no 
patentable difference between the species;" they merely elected a particular 
compound (AGN 197075) and a particular condition (Alzheimer's disease) in the 
event that no generic claim is ultimately found to be allowable. This is consistent with 
the Examiner's observation in the present Office Action that the "species election is 
only made for examination purposes." At 2. 

The Applicants note that claim 1 is generic, as the Examiner observed in the 
restriction requirement of December 28, 2006, and in the Office Action the Examiner 
has not withdrawn or otherwise limited it. 

The rejection of claims 1-3 and 6-9 under 35 U.S.C. S 1 12. first paragraph 

The Examiner rejected claims 1-3 and 6-9 under 35 U.S.C. § 1 12, first 
paragraph, arguing that the specification enables a method of treating Parkinson's 
disease and Alzheimer's disease, but does not enable a method of treating all 
neurodegenerative disorders. The Applicants respectfully disagree. 

The test, as the Examiner notes, is whether in light of the specification one of 
ordinary skill cannot practice the full scope of the invention without undue 
experimentation. The burden is on the Examiner to first establish a prima facie case 
why the specification does not meet that test. In re Wright, 999 F.2d 1557, 1562 
(Fed. Cir. 1993) ("When rejecting a claim under the enablement requirement of 
section 112, the PTO bears an initial burden of setting forth a reasonable explanation 
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as to why it believes that the scope of protection provided by that claim is not 
adequately enabled by the description of the invention. . . ."). 

The Applicants respectfully submit that the Examiner has not met her burden. 
The specification teaches that, to treat a neurodegenerative condition, one should 
administer a selective alpha 2B or selective alpha 2B/2C adrenergic receptor agonist 
(an "alpha 2B agonist" or "alpha 2B/2C agonist"). The Examiner does not explain 
why the practice of this method requires undue experimentation. She briefly 
discusses the factors of In re Wands, 858 F.2d 731 , 8 U.S.P.Q.2d 1400 (Fed. Cir. 
1988), and notes that the state of the art "is relatively high," Office Action, at 3, and 
that "the relative skill of those in the art is high," Id., at 4. Her principal objection is 
that the specification "does not provide any working examples for all 
neurodegenerative conditions" (emphasis added). 

The Examiner's position is essentially that one of ordinarily skill in the art, in 
this case a neurologist or other specialist with comparable training, having a 
disclosure that instructs him to give certain compounds to treat neurodegenerative 
disease, would not know how to treat those diseases without undue experimentation. 
The Examiner does not explain why this is the case - what does the specialist lack 
that he would have to identify through undue experimentation? A specification need 
not describe every possible embodiment to be enabling. MPEP § 2164.02 ("because 
only an enabling disclosure is required, applicant need not describe all actual 
embodiments"); Chiron Corp. v. Genentech, Inc., 363 F.3d 1247, 1253 (Fed. Cir. 
2004) ("That is not to say that the specification itself must necessarily describe how 
to make and use every possible variant of the claimed invention, for the artisan's 
knowledge of the prior art and routine experimentation can often fill gaps, interpolate 
between embodiments, and perhaps even extrapolate beyond the disclosed 
embodiments, depending upon the predictability of the art."). That the specification 
does not describe every embodiment does not mean that undue experimentation is 
required to practice it. 
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The Examiner's only other objection is that "the skilled artisan would view that 
the treatment of all neurodegenerative disorders with [the compounds of the 
invention] is highly unlikely." Again, however, the Examiner does not explain why this 
is so, or provide any evidence in support of it. The burden is on the Examiner to do 
so. In re Bana, 51 F.3d 1560, 1566, 34 U.S.P.Q.2D 1436 (Fed. Cir. 1995) (in the 
context of an enablement rejection under § 1 12, "the PTO has the initial burden of 
challenging a presumptively correct assertion of utility . . . Only after the PTO 
provides evidence showing that one of ordinary skill in the art would reasonably 
doubt the asserted utility does the burden shift to the applicant to provide rebuttal 
evidence. . . .") 

The specification teaches that to treat neurodegenerative disease, one should 
administer a compound of the invention. The Examiner provides no evidence 
showing why on of ordinary skill would need to experiment unduly to practice this 
method, and for this reason, the Applicants respectfully request she withdraw the 
rejection under § 1 12, first paragraph. 

The rejection of claims 3 and 10-15 under §112. first paragraph 

The Examiner rejected claims 3 and 10-15 under § 1 12, first paragraph, 
arguing that the specification does not enable a method of preventing death or 
degeneration of neurons projecting to or from the areas of the brain recited in the 
claims. The Applicants respectfully disagree. 

To prevent death or degeneration of neurons, the specification teaches that 
one should administer the compounds of the invention. As with the previous 
enablement rejection, the Examiner's principal objection is that the specification lacks 
sufficient examples; she argues that such examples are necessary because 
The term "prevention" or "preventing" is synonymous with "curing" and 
both circumscribe [sic] methods of treatment having absolute success. 
Since absolute success is not as of yet reasonably possible with most 
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diseases/disorders, the specification is viewed as lacking an adequate 
enablement of where Parkinson's disease may be actually prevented. 
Office Action, at 7. This is an unreasonable construction of the term "prevent." While 
prevention encompasses methods achieving "absolute success" and "cure," there is 
nothing in the specification to indicate that the term includes only such methods. The 
term "prevent," as used here, means to "delay the onset of," or "slow the progression 
of." Indeed, were one to adopt the Examiner's extraordinary construction, and 
require absolute certainty of outcome, then it could be said that there is no such thing 
as "prevention" - for what does medical science address with "absolute success?" 
We should believe, then, that the FDA has been misguided in its labeling for all of the 
drug products indicated for the "prevention of diseases, such as BONIVA®, which is 
"indicated for the treatment and prevention of osteoporosis," a disorder, like 
neurodegenerative disorders, that is progressive, or "FLUMIST,®" which is "intended 
for active immunization for the prevention of influenza" (the Applicants submit with 
this response the FDA approved labels for each of these drugs). 

The Examiner again objects that the specification does not provide sufficient 
guidance for practicing the claimed method, but, again, she does not explain what 
guidance is required. To prevent death or degeneration of neurons, one administer 
the compounds of the invention - what is lacking in this method that requires undue 
experimentation to discover the Examiner does not say, and without such an 
explanation, the Examiner cannot have met her burden to show that the claims are 
not enabled. 

For the foregoing reasons, the Applicants respectfully request that the 
Examiner withdraw the objection under § 1 12, first paragraph. 

The rejection of claim 9 under ^112, second paragraph 

The Examiner rejected claim 9 under § 112, second paragraph, arguing that 
the claim is indefinite. The Applicants respectfully disagree. The Applicants have in 
any event canceled claim 9, thereby mooting the rejection. 
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The rejection of claim 1-3 and 5-9 under 35 U.S.C. ^ 103(a) 

The Examiner rejected claims 1-3 and 5-9 under 35 U.S.C. § 103(a), arguing 
that the claims are obvious in view of the Arnsten, O'Rourke, and Allergan 
references. The Applicants respectfully disagree. 

The burden is on the examiner to establish a prima facie case that the rejected 
claims are obvious. MPEP, § 2142. If the examiner has not met this burden, nothing 
further is required of the applicants; the claims are not obvious. Id. ("If the examiner 
does not produce a prima facie case, the applicant is under no obligation to submit 
evidence of nonobviousness."); In Re Glaug, 283 F.3d 1335, 62 U.S.P.Q.2d 1151, 
1 152 (Fed. Cir. 2002) ("the PTO bears the initial burden of presenting a prima facie 
case of unpatentability. If the PTO fails to meet this burden, then the applicant is 
entitled to the patent."). 

To establish a prima facie case, the examiner must show 1 ) a "reference (or 
references when combined) [that] teach or suggest all the claim limitations"; 2) a 
"suggestion or motivation to modify the reference or to combine reference teachings"; 
and 3) a "reasonable expectation of success" in doing so. MPEP, § 2142. 

A prima facie case must rest on evidence. In re Grasselli, 713 F.2d 731 , 739, 
218 USPQ 769, 775 (Fed. Cir. 1983) ("it is fundamental that rejections under 35 
U.S.C. §103 must be based on evidence comprehended by the language of that 
section."). Mere conclusory statements are insufficient to establish a prima facie 
case of obviousness. See In Re Lee, 277 F.3d 1330, 61 U.S.P.Q.2d 1430, 1434 
(Fed. Cir. 2002) ("The examiner's conclusory statements ... do not adequately 
address the issue of motivation to combine. This factual question of motivation is 
material to patentability, and could not be resolved on subjective belief and unknown 
authority."); In Re Dembiczak, 175 F.3d 994, 999, 50 U.S.P.Q.2d 1614, 1617 (Fed. 
Cir. 1999) ("Broad conclusory statements regarding the teaching of multiple 
references, standing alone, are not evidence"). 
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The Applicants respectfully submit that the Examiner has not met her burden; 
that the references she cites and arguments she presents do not establish the 
elements of the prima facie case required of her. 

The Examiner's argument is as follows: 

• Arnsten discloses that clonidine caused memory improvements in animal 
models of dementia; 

• O'Rourke "teaches there is potential for the use of alpha-2 adrenergic 
agonists in treating Alzheimer's disease," Office Action, at 1 1 ; 

• The Allergan reference discloses AGN 197075. 

There is no motivation to combine these references, and no evidence of record that 
in doing so one could reasonably expect to succeed in treating neurodegenerative 
disease - without these elements, there can be no prima facie case, and, hence, no 
grounds for maintaining an obviousness rejection. 

Clonidine, disclosed by Arnsten, is an alpha-2 pan agonist. The invention, in 
contrast, is directed to selective alpha-2 agonists, namely, alpha 2B and alpha 2B/2C 
selective agonists. There is nothing in the Arnsten reference (or the O'Rourke 
reference) that suggests such compounds. The AGN 197075 compound the 
Allergan reference discloses has the selectivity the claims require, but the Examiner 
has not provided any evidence why 1 ) one would be motivated to combine the 
Allergan reference with the Arnsten reference, thereby substituting an alpha 2B or 
alpha 2B/2C selective agonist for an alpha-2 pan agonist; or 2) why one would 
reasonably expect to succeed in doing so. 

The Examiner cites O'Rourke for the proposition that "there is potential for the 
use of alpha-2 adrenergic agonists in treating Alzheimer's disease." The Examiner 
continues, that "[t]herefore, one of ordinary skill in the art would have [a] reasonable 
expectation of treating Alzheimer's disease with AGN-1 97075, an alpha-2 agonist." 
Office Action, at 11 . But the Examiner provides no evidence that the O'Rourke 
reference stands for what she alleges; her allegation that O'Rourke "teaches 
there is potential for the use of alpha-2 adrenergic agonists in treating Alzheimer's 
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disease" represents tlie entirety of the Examiner's observations regarding 0'Rourl<e; 
about tliat reference sine states no more. The reference discloses the results of in 
vitro radioligand binding assays using CHO-C10 cells, neonatal rat lung, OK cells, 
and bovine pineal gland; what the reference teaches about the "use of alpha-2 
adrenergic agonists in treating Alzheimer's disease" the Examiner does not say - and 
neither does the reference. 

For the foregoing reasons, the Applicants respectfully submit that there is no 
prima facie case of obviousness, and that the rejection under § 103(a) should be 
withdrawn. 

The Provisional Double-Patenting Rejection 

The Examiner rejected claims 1-3 and 7 for obvious-type double patenting in 
view of copending application no. 10/881 ,761 . The Applicants respectfully disagree 
that the rejection is proper, but for the present note merely that the rejection is a 
provisional one. 
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The undersigned autliorizes tlie Director to charge any fees required or 
necessary for the filing, processing or entering of this paper or any of the papers 
transmitted with it, and to refund any overpayment, to deposit account 01-0885. 

Respectfully submitted, 
/Joel B. German/ 



Joel B. German, Esq. 
Attorney of Record 
Registration No. 48,676 



Please direct all correspondence and inquires to: 



Joel B. German, Esq. 
Allergan, Inc. 

2525 Dupont Drive, T2-7H 
Irvine, CA 92612 
Tel: (714)246-4920 
Fax: (714)246-4249 
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